KPATKA XAPAKTEPHCTHKA HA TPOAYKTA
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2. KAYECTBEH H KOJIMYECTBEH CbCTAB =~ il

pﬁfi‘ﬂELUEHH{? Ne

| ml HHXeKIMOHEH pa3TBOp chabpxka 604,72 mg ragobyrposn (gadobutrol) (ekBHBaIEHTHO Ha
1,0 mmol ranobyrpon, ceabpxamny 157,25 mg raioguHUN ).

| ¢pnakon ¢ 2 ml ceavpxa 1209,44 mg ranobyTpon,

| pnakoH cue 7,5 ml coabpxka 4535,4 mg ranodyTpon,
| ¢pnakoH ¢ 15 ml ceabpxa 9070,8 mg raxodyTpon,

| ¢pnakon ¢ 30 ml ceabpxa 18141,6 mg ragodyTpon.

1 6yTiika cbe 65 ml chabpxka 39306,8 mg ranodyTpoi.

[TomowHO BewecTBO ¢ W3BecTHO nekicTBre: 1 ml csabpxka 0,00056 mmol (ekBHBaJIEeHTHO Ha
0,013 mg) HaTpuii (BXK. TOuka 4.4).

3a IMbJIHUA CITUCHK HA MOMOILIHUTE BEILIECTBA BMXKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

MHXXEKLIHOHEH pa3TBOP
bucrpa, 6e3uBeTHa 10 0J1€10KBJITA TEYHOCT.

PU3MKO-XMMHUYHH CBOMCTBA:
Ocmonanuret npu 37°C: 1603 mOsm/kg H,O
Buckosurer npu 37°C: 4,96 mPa-s

4. KJUHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHA

To3u nekapcTBEH MPOAYKT € NMpeaHa3HaYeH CaMo 3a JMarHOCTHYHH LeNH. [ 'aqoBHUCT € nokasaH 3a
ynotpeba npu Bb3PacTHH U JeLia OT BCHYKH Bb3pacTH (BKJIHOYHTEIHO JOHOCEHH HOBOPOIEHH ) 3a:

e KoHTpacTHO yCHJIBaHE NPHU KPAHHAITHO U CIIMHAITHO U3CJIEBAHE C AJPEHO-MAarHUTEH PE30HAHC
(JIMP).

e KoHtpacTHO ycuiBaHe npu AMP Ha yepHus Apod WK ObOpenuTe Npy NaluMeHTH, MPH KOUTO HMa
CbMHEHHE 3a WIH 0eJie3d Ha OTHUILHM JIE3MH, 3a pa3rpaHU4aBaHe Mexay 100pokaYecTBEHH H

3JIOKA4Y€CTBEHH JIE3UH.
e KoHTpacTHO yCHNBaHe NPH MarHUTHO pe3oHaHCHa aHruorpagus (CE-MRA).

["amoBHCT MOXKE ChHIIO Taka Ja Obae u3noia3sad 3a SMP Ha naTroloruu Ha UAJIOTO TANIO.
Toit ynecHsBa BU3yaTU3MpaHeTO HA aOHOPMHHU CTPYKTYPH WIH JIE3HUH M MoMara npu
nudepeHIMpaHeTo MEeX 1y 31paBa U NaToJIOrHYHO U3MEHEHA ThKaH.




agoBKCT TpOBa oA ce npuiara caMmo, Korato AMarHoCTHYHaTa HHpOpMaiiua € OT ChILECTBEHO
IHaYeHHE U HE MOXe Aa 6biae nonyyYeHa ¢ MarHHTHO-pe3oHaHCHa ofpasHa auarHoctuka (AMP) bes
KOHTPACTHO YCHIBAHE.

4.2 /Jlo3npoBKa 4 HAYHH HE NMPHJIOKEHHE

I'anoBHCT TPROBA Aa ce NPHIACA CAMO 0T MEAHHHACKH CIICHAJIHCTH C ONIHT B KIHHHYHATA
npakTHka ¢ AMP.

Hauun Ha npunoxeHue

To3u nekapCTBEH NPOAYKT € CAMO 3a HHTPABEHO3HO MPUI0KEHHUE.

HeoOxoaxMarta A03a ce npHiara HHTPaBeHO3HO KaTto 001ycHa HHXEKLMA. KOHTpacTHO YCHIEHOTO
uicneasaxe ¢ AMP mMoxe fa 3anovHe BeaHara ciell TOBa (Manko clefl HHXEKTHPAHETO B 3aBHCHMOCT
OT M3ITOJT3BAHATA MMITYJICHE TMOCNEIOBATENHOCT ¥ NPOTOKO/A Ha H3C/IEABAHETO).

Onrumanies KOHTpacT ce Habmopaasa 3a CE-MRA no speme Ha aprepuanHata ¢asa, a 3a LIHC - B
paMKMTE HAa OKONO 15 MHHYTH cnel UHXEKTHpaHe Ha [anoBHCT (BpeMETO 3aBHCH OT TWMNA Ha
JIe3UATa/ThKaHTa).

CKaHHMpaHETO NPH MHTEH3UTET Ha NoeTo T1 e 0cobeHo MoAXOoAMIIo 3a KOHTPACTHO YCHJIBAHE.

[To BE3MOXKHOCT BLTPECHAOBOTO NPHIOKEHHE Ha KOHTPACTHOTO BELIECTBO TpsOBa Ja c€ H3BLPIIBA B
NerHano TMoNoKerue Ha nauuedra. Crnen ¢aMoTo TMpHiaraHe malMeHTUTe Tpsbsa na Obaar
Hab0aBaHy B NPOABIKEHHE HA MOHE TMONOBHH 4ac, Thi KaTo ONMUTLT M0Ka3ea, 4€ Mo-roaiMa qyacTt
OT HEXEJAHHUTE PeakLMK ¢¢ NPOABABAT B TO3W HHTEPBAT OT BpeMe (BX. TouKa 4.4).

Yka3zauud 3a ynorpe0da:

To3u neKapcTBEeH NMPOAYKT € NpeHa3HaueH caMo 3a €JHOKpaTHa ynotpeba.

JlexapcTBEHHAT NPOLYKT Tpa0Ba Aa ce NPOBEPH BH3YANHO NpeAK ynorpeda.

ICanosHCT He TpabBa Aa ce U3MON3Ba, AKO HMa 3HaYHMa NPOMSHA B LIBETA, B pa3TBOPA IUTYBaT YaCTHIH
WIH ONaKkoBkara € TmoBpedeHa. KoHTpacTHata MaTepHd, KOATO HE € M3NON3BaHA NpH AaleHo
u3caenBaHe, Tpabna na 6bre M3XBLPIICHA.

["anosucT TpaOsa 1a ObAe U3TErNEH B CIIPUHLIOBKATA HEMTOCPEACTBEHO NPEIN YNOTpeDa.
["'ymeHara 3amyinaiika He TpaOpa Huxora Aa ce npodoxkaa nopeye oT €AHH ITBT.

AKO TO3HM /NeKapCTBEH MPOAYKT € NpeAHa3Ha4YeH 3a ynorpeba ¢ aBTOMarTH4YeH HMHKEKTOP, HeroBara
IPHFOAHOCT 33 CbOTBETHaTa ynorpeba TpaGea npa Obae [gokasaHa OT [POM3BOAHMTENA Ha
00opyaBaHETO.

BcHukxy JONBJIHHTEIHH YKa3aHHA OT ChOTBETHHA MPOHM3BOAUTEN HA oOopyABaHeTO CBHIO TpAOBa na
ObAAT CTPUKTHO CNa3BaHH.

Jo3vpoeka

TpsbBa pa ce M3NON3Ba Hal-HMCKATa /1033, KOATO OCHIYpABa AOCTATHYHO KOHTPACTHO YCHUJIBAHE 34
IHarHOCTHYHH Uenu. Jlo3ara TpadBa Aa ce U3uMcnABa Ha 6a3aTa HA TEJAECHOTO TETNIO Ha MAUMECHTA M
He TpAaOBa Ja HAABHLIABA NPENOPBHYMTENHATA 4034 HAa KHIOTPaMm TENECHO TEMIO, 33 KOATO MMa
noapodHa HHPOpMALIMA B Ta3M TOYKA.




Bvapacmnu

LIHC nokazaHuA

MpenopbydTenHaTa A03a 3a Bb3pactHy € 0,1 mmol Ha kuiorpam renecHo Terno (mmol’kg TenecHo
terno). Tosa ceoreercTna Ha 0,1 ml/kg TenecHo Terno ot 1,0 M pa3tsop.

AKO BBIPEKH Nuncara Ha AcHa SIMP Haxolka OoCTaHe CEpHO3HO KIMHHYHO CbMHEHHE 33 HATHMYHE HA
Ne3us WIM B CIy4auTe, KOMaTo no-npeiuusHa HHpopMallua O NMoBNMANA BbPXY JEYEHHETO HA
MalMeHTa, € Bb3MOKHO ACMBLIAHMTEIHO HiDKekTHpaHe Ha MakcumyMm 0,2 ml’kg TenecHo Terso no

30 MHHYTH Cllell MbPBATa MHKEKLMA.

Kato MunuMManHa 1o03a 3a uscneasaHe Ha L[HC, moxe na 6vae npuwnoxena jgoza ot 0,075 mmol
razlo6yTpon Ha KHAoTpaM TenecHo Terno (expuBaieHTHA HA 0,075 mi I'anoBuUcT Ha KMNOrpaM TENECHO
Terno) (BUXxre Touka 3.1).

SAMP Ha ysanoto Tano (¢ y3kmodenne Ha MRA)
O6ukHoBeHo npunoxennero Ha 0,1 ml MagosucT Ha kg TenecHo TErNIo € AOCTAThYHO 33 OTrOBOD Ha

KIHHHYHHA BLITPOC.

CE-MRA:.:

3a | spurtenno none (3M): 7,5 ml npu tenecko terso noa 75 kg; 10 ml npu TenecHo rerno 75 kg u
no-ronamo (cxoTBercTBa Ha 0,1-0,15 mmol/kg TenecHo rerno).

3a noseue ot | 3puTenno none (3I1): 15 ml npu Tenecno rerno nox 75 kg; 20 ml npu TenecHo Terno
75 kg 1 no-ronamMo (cwoteetcTsa Ha 0,2-0,3 mmol/kg TenecHo TErjao).

Crneyuanuu nonynrayuu

bynOpenno yBpexaane

"'anoBHcT TpabBa 1a ce W3M03Ba MPH NAUKEHTH C Texko 6b0peyHo yBpexnaHe (rnoMepyiHa
dwrrpaumns (GFR) < 30 ml/min/1,73 m?) u Apy nauMeHTH B NEPHONEPATHBHHUA NMEPHOA HA
4epHOAPOOHA TPAHCIUIAHTALIMA CNEX BHHMATENHA NPELEHKA Ha PUCKOBETE ¥ MOM3UTE H aKO
RHArHOCTHMHATA HHOOPMALIUA € BAXKHA H HE MOXKE [1a Ce MONTyYH ¢ HeyCHIeH ¢ KOHTpacT AMP (Bxk.
Touka 4.4). AKo ce Hanara l'agosucT Aa Obae HINON3BAH, 103aTa HE TPAOBA 1 HAJABHILARA

0,1 mmol/kg TenecHo Terno. He Tpabsa na ce u3non3ea noseye OT €AHA N03a NpH ckaHupane. [lopaay
JNIUNcaTa Ha MHPOPMALIMA 32 MHOIOKPATHO NPHJIOKEeHHE, ['aloBUCT HHKEKIHOHEH PasTBOP HE TpabBa
a ce MpWiara MHOIOKPATHO, OCBEH aKO HHTEPBATLT MEXAY HHXKEKIMUTE € HE MO-MaIKO OT 7 JHH.

[TlexuaTpuvuHa HONYJIAUHA
3a 7ela OT BCUUKH BBb3PACTH (BKIHOYMTENHO AOHOCEHH HOBOPOACHM) MMPENOPHLYHMTE/IHATA O033 €
0,1 mmol ranoByTpon Ha kg TenecHo Terno (exkeuBanenTHo Ha 0,1 ml ["apoBucT Ha kg TenecHo Terno)

3a BCHYKH MokazaHug (Bx. Touka 4.1).

Hosopoaens 10 4 ceAMHYHAR BL3PacT H Aela 10 | roAHOIHA Bb3pacT

[Mopanu HepazprTaTa 6BOpeuHa QyHKIMA MpY HOBOPOAEHH A0 4 CEAMHYHA BB3PACT U AeLa 10

1 roguuida BB3pacT, | anoBucT TpadBa Aa ce H3MoN3Ba MPH TE3H NalPeHTH CaMo Cle] BHHMAaTE/IHa
npeLucHKa A03a Aa He Hagsruasa 0,1 mmol/’kg renecHo Terno. He TpabBa aa ce #3nomn3ea nose4e oT
eHa J03a No BpeMe Ha ckanupaneTo. [Topanu nuncara Ha MHGOPMALMA 32 MHOTOKPATHO
NpHIOKEHHE, [[AN0BUCT HIHKEKLIMH He TPA0Ba Aa Ce NOBTAapAT, OCBEH aKO HHTEPBANBT MEXAY
HHXEeKUHATE € HAM-MalKo 7 JHH.

Crapuyecka BL3pact (65 roAMHRE H noBeye)
He ce nanara kopekiusa Ha no3ara. HeobxoauMo ¢ MoBULIEHO BHUMAHUE MPH NMalHeHTH B CTApUYecKa
BBL3pAcT (Bx. TouKa 4.4).




4.3 IIpoTHBONOKAIAHHA

CBpBbXYYBCTBHTENHOCT KBM akKTHBHOTO BELIECTBO HJIM KbM HJKOE OT MMOMONIHWTE BEUIECTBA,
u30poeHK B TOMKa 6.1.

4.4 CrnellHAJHH NpeAYNpexkAcHHS H NpeaAna3ZHH MEPKH NpH yNoTpeda
I"'anobyTpos He Tpabsa Aa ce nmpunara HHTpaTekanHdo. [IpH HHTPaTeKaNHO NPUNoXKeHHe HMa
ChOOLIIEHHA 38 CEPUO3HH, ) HUBOTO3ACTPAILABALIH K NETAIHH Cly4aH, IaBHO CBbP3aHH C

HEBPOJIOTMYHH PeakUHy (Hanp. koma, eHuedanonaTis, rbpyoBse).

[lpy HHXeKTHpaHe HAa ['aIOBUCT BbR BEHH ¢ TECEH AYMEH HMa BEPOATHOCT OT MOABA HA HEKEaHH
peaKiiHH KaTo 3auepBABaHE U OTOK.

CTaHIapTHHTE W3UCKBAHHA 3a 6€30MaCHOCT MPH W3C/IE/IBAHE C MArHUTEH PE30HAHC H 0COOEHO OHElH,
3a U3K/TI0MBAHE HA ()epOMarHMTHHM MAaTEPHANX, BAXAT U KOTAaTo ce H3non3Ba ['aloBHCT.

PeakuiMH Ha CBPLXYYBCTBHTEIHOCT HIH APYI'H HAHOCHHKPA3HH PEaKIIHH
KakTo Apyrure MHTPaBEHO3HH KOHTPACTHU CPEACTBA, NpWIOKEHUWETO Ha ['apmoBuCT MOXe na Obae

CBLP32aHO ¢ aHAGHIAKTOMIHH peaklMi/peakliiy HA CBPBXYYBCTBHTEIHOCT WIH APYT'H HIHOCHHKPA3HH
PEaKLMH (Hanp. ocmvp pecnupamoper oucmpec cunopom / berodpoben omok cve u He3 KoHmexcma
Ha PeaKkyuy Ha CepbXuyscmeumenHocm), XapakTepu3npaniy ¢e ¢bC ChbpAeUHO-CbA0BH, PECTIUPATOPHH
MIH KOXKHH TIPOSBH, B BAPHPAIUM O TEXKH PEAKUHH, BKIIOYHUTENHO 10K, [10 NMpHHLHAN, MaltHeHTHTE
CbC CBpAEYHO-CHOOBH 3afonABaHMA ca MO-YYBCTBHTEMIHK KbM  TEXKKW  PCaKkUMH Ha
CBPBX4YYBCTBUTEIIHOCT ChC CEPHO3EH UM JOPH QaTaleH U3Xo/.

PHCKBT OT PeaklUHK Ha CBPbXUYBCTBUTEIHOCT MOXKE 1a Ob/ie N0O-BUCOK B Ci1y4al Ha:
- MpeAHIIHA PCaKLHA KbM KOHTPACTHHU CPEACTBA

- aHaMHe3a 3a OpoHXHaNHa acTMA

- aHaMHEe3a 33 alepruuHU HApYLICHUS

[1pH nalMeHTH C ANEPruyHa NMPeIHCNO3HLK PELICHHETO 3a NPWIOKEHHE Ha ['anoBUcT TpAdBa na
ce B3eMe cnel 0codDeHO BHHMATE/IHA NPELICHKA Ha ChOTHOILLIEHHETO PHCK-TION3A.

[loBeueTo OT TE3H PEakUHH BBE3HMKBAT [0 MONOBKHH Yac OT NpwiokeHHeTo. [lopann Tosa ce
npenopbyba HabmoaeHye Ha NallMenTa Cel npolexypara.

HeoOxoauMMo € HaJMYHEe HA JIeKapcTBEHH MPOAYKTH 3a JIeYeHHEe Ha peaklliH Ha
CBPBLXYYBCTBUTENHOCT WIH Opyey HOUOCUHKDA3HYU PEAKIIMH, KAaKTO M FOTOBHOCT 32 OPESANPHEMAHE

Ha CcIielllHM MepKH (BX. To4Ka 4.2).
Psako ca Habmo1asany 3abaBeHH peakuMH (CNea YacoBe A0 HAKOIKO AHH) (BK. Touka 4.8).

YBpeaeHa opOpeuHara GyHKIMA
TipenophuBa ce NpeaH NpHAoKeHHeTo HA I'aN0BHCT BCHYKH MAUMERTH A3 6bAAT CKPHHHPAHH
33 OLOpeYHa NUCPYHKUHA MOCPeICTBOM N200PATOPHH TecToRBE.

CpobuiaBa ce 3a cayyau Ha HedporeHHa cuctemHa dubposa (NSF), cBbp3aHa ¢ H3MOJI3BAHETO Ha
HAKOH KOHTPaCTHH MATEpHH, CHABLPKALLK TaJONIHHUNA, [TPH NALKEHTH ¢ OCTPO HIH XPOHUYHO TEXKO
6b6peuno yspexaane (GFR <30 ml/min/1,73 m?). TlaumeHTuTe, NOANOKEHH HA HepHOAPOOHA
TPAHCIUIAHTAUMA, Ca MIAIOXEHH HAa 0CO0EHO BMCOK PHCK, Tbi KaTo 4ecToTara Ha ocTpa OBOpedHa
HEJOCTAThYHOCT € BUCOKA B Ta3H Irpyna.

[Topaau Be3MOXHara nosea Ha NSF npu ynorpeba Ha ['afoBHCT, npH MauMEHTH ¢ TEXKo 6bOpedHo
yBpEXKAAaHE M NMpH MALUEHTH B MEPUONEPATHBHHUA NEPHOA Ha 4epHOApPOOHA TpaHCIUIAHIAWML . TOM
TpabBa Oa ce M3MON3Ba CaMo Cle/ BHMMATE/IHA NPEHEHKA HA PUCKOBETE W IOSIUAR Ly ARS




AMATHOCTHYHATA HMHOpMAUMd € BaKHA M HE MOXKE Ja ¢€ MNOIYyYH ¢ HEYCHIIEH ¢ KOHTpPaCT
AN PEHO-MAarHWTEH pe3oHanc (JIMP).

[lopnaraHeTo HAa XEMOOMATH3a CKOpO Clied npunoxeHude Ha [amoBHcT MoOXe Aa Obje Mone3Ho 3a
enumudHpadeTo Ha [agosuct or Tanoro. HAMa naHHH, KOMTO N3 MOAKPENAT 3ANOYBAHETO HaA
XeMOAMATN3a KaTo HAUYMH 3a npeana3BaHe oT pasBuTHe Ha NSF unu nevexnne Ha NSF npy nauuneHrs,
KOUTO He ca OUIH MOAJIOXKEHH BE4E HA XEMOAHAIN3A.

HosoponeHH U KhpMadeTa
IMopagu HepazpuTata OBOpeuHa ¢byHKUMA Opd HOBOPOLEHH 10 4 CeaAMMUYHa BB3pAcT H Acua A0

| roauiuHa Bh3pacT, 'agoBUCT TPAOBA /1a ce HW3MON3BA NPH TE€3H MALUEHTH CaMoO C/1€] BHHMATENHa
MpeLeHKa.

Crapuecka Bb3pacT

ToH KaT0 OLOPEUHHAT KIHPBHC HA raaobyTpon Moxe na Obe yBpelieH Npy MaHEHTH B CTapyuecKa
BB3PACT, 0T 0COOEHO BAXHO 3HAYCHHUE € MALIMEHTHTE Ha Bb3pacT 65 roflMHM U noseye aa Obaar
CKpHHHpaHH 33 0bOpedHa gUchyHKLHS.

[losBa Ha rbLpPUOBE
Heobxoaumo e 0cobeHO BHHMAHHME NPH NALMEHTH ¢ HUCHK Mpar Ha NosBa Ha rbpuoBE, NOA0OHO Ha

BCUYIKH APYI'H KOHTPACTHM BELLECTBA, CHAbPKALIH FAA0JIHHHH.

[loMOIIIHHM BEllleCcTBa

To34 fMeKapcTBeH NPOAYKT ChAbLPHkKaA mo-Manko oT 1 mmol Harpuii (23 mg) Ha n03a (Bb3 OCHOBA HA
CPEOHOTO KOJAMYECTBO, NMpUIaraHo Ha 70-kunorpamMos 4YOBEK), T.€. MO CHIIECTBO TOH “He ChAbPXKA
HaTpHi”.

4.5 BiaumoaelcraHe ¢ APYIrH JeKAPCTBEHH NPOAYKTH H XPYrd (pOPMH HA B3aHMOEHCTBHE
He ca npoBexaaHy MpoyuBaHUA 3a B3aUMOACHCTBHATA.
4.6 @epTHIHTEY, OPEMEHHOCT U KhpMeHe

bpemMeBHOCT

Hanuure 3a ynorpebara Ha KOHTpacTHM BellecTBAa Ha 0azata Ha TrafOJIMHUA BKAIOYMTENIHO
rafobyTpon npd OpeMeHHY XeHH ca orpaHu4eHM. ['anonuHUil MoXke Na npeMuHe Mnpe3 IUIALeHTaTa,
He e M3BEeCTHO JATH €KCIIO3MUMATA HA TANONHHMH € CRbp3aHa ¢ HexenaHu edeKTH BBpXY deryca.
H3nurBasyuATa NPH KHUBOTHH NOKA3BAT pPerpoiyKTHBHA TOKCHYHOCT Ci€i MHOTOKD&THO NMPHIOXKEHHE
Ha BUCOKH J103HM (B, TOUka 5.3).

M'aoBucT He TpABGBaA Aa ce W3n0/3Ba NO BpeMe Ha OPEMEHHOCT, OCBEH KOraTo KJIMHHYHOTQ ChCTORHKUE
Ha eHATa HE Hanara U3noI3BaHeTo Ha rafodyTpor.

KbnpMeHe

KoHTpacTHUTE MaTEPHH, CbABPKALIH FAROMHHHA, C€ EKCKPETHPAT B KbpMAaTa B MHOI'O MAJIKH
KOJIMuecTBa (BX. Touka 5.3). B KNIMHHYHH J03H HE ce O4aKBaT ePeKTH BLPXY AETETO NOopaaH MalKOTO
KOJIHYECTBO, KOETO C€ EKCKpeTHpa B KbpMaTa U cnabara abcoplums oT uepparta. Jlekapar H
xbpMelaTa Maika TpabBa na B3eMaT pelleHne Jand KbPMEHETO Ja NPOIhXKH MU 1a ObJie CIPRHO 32
IepHoJ OT 24 4aca cael MpUNoKeHHeTo Ha [ 'anoBHCT.

Peprunyrer
HicneasaHusATa MPH JKMBOTHH HE TOKA3BAT YBPEeXKAaHe HAa QPepTWIHTETA.




4.7 EdexTn BBpXY cnocobHoctTa 3a wodHpane H padoTa ¢ MAILIHHN
HenpunoXuMo,
4.8 Hexenans JeKapcTBeHH peaKUHH

O6umsT npodun Ha H6ezonacHocT Ha ['aAOBUCT ce OCHOBABA HA AAHHHTE OT MoBeye oT 6300 nauneHTy
B KJIMHMYHHTE W3IIHTBaHHUA ¥ OT NOCTMAPKETHHIOBOTO HabmoneHue.

Haii-uecTo HabnozaBaHUTEe HEXelaHHU nekapcTBeHH peakuyu (> 0,5%) NMpH MauMeHTH, HA KOHTO €
npuioxes agoBuCT, ca rnapobonue, raneHe U 3amaliiBaHe.

Haii-cepro3uyTe HeXeNaHH peakLHd Npya NAaLHEHTH, HA KOHTO € NMPWIoKEH ['anoBHCT, ca CbpleUeH
apecT, OCTBP PECMHUPATOpeH AMCTpec cuuiapoM / GenompobeH OTOK M TeXKH aHapMIaKTOMIHH
peaKiiM (BKITIOYMTENTHO PECTIHPATOPEH apecT M aHA(UIAKTHYEH LWOK).

3abaBeHH aHADWIAKTOMAHN PeaKUH¥ MWW IpYr'H MAMOCHHKPA3HHM PeakLMM (Cnel 4acoBe A0 AHU) ca
HabntoaaBaHu pAAKO (BK. Touka 4.4).

[loBeueTo OT HEXETAHUTE PEAKLIMH €A € NIEK 10 YMEPEH HHTCH3HTET,

Ha6niogaBaHuTe HEXENaHU peakLMH ¢ [agoBHMCT ca mNpeacTaBeHd B Tabnvmara no-pony. Te ca
xnacuduuMpaHd 0o cucremo-opraHHn kiuacose (MedDRA). HsnomaBaH e HaH-MOAXONALIMAT
MedDRA TepMHH 3a ONKHCaHMe Ha OMpPEAENEHA pEakUHWA H HEHHHTE CHMNTOMH H CBbP3aHH
CbCTOAHMA.

HexenaHuTe NEKapCTBEHH PEaKLIMH OT KIMHHYHUTE W3NUTBAHMSA ca KNaCH(HLMPaHH CNOpeX TAXHATA
yectota. ['pynuTe Mo 4ecrora ca ONpeleNeHd ChraacHo cieaHara koHseHuua: 4decru: 21/100 mo
<1/10; meuectu: 21/1000 go <1/100; penxu: 21/10000 no <1/1000. Hexenanure NekapcTBEHH
peaKiyH, HaeHTUULMpaHH eqHHCTBEHO NIPY NOCTMAPKETHHIOBOTO HAONMIOACHHE H 32 KOUTO HE MOXKE
71a ce OfIpe/ie/ M 4eCTOTa, Ca MOMECTEHH B ,,C HEM3BECTHA YECTOTA .

[1pu BCAKO rpyIMHMpPaHe B 3aBUCHMMOCT OT Y€CTOTATA, HEMEIAHNTE NIEKAPCTBEHH PeaKLKH ce H3bpoasat
B HU3XOAAN] pel N0 OTHOLUICHHE HA TAXHATA CEPHO3HOCT.

Ta6anua 1: Hexeaann jexkapcTBeHH peakuHd, cLOOMIABAHY B KIHHHTAHTE HINTHTBAHHA H/IH
110 BpeMe KA NOCTMAPKETHHIOBOTO HabGl0aeHHe MPH NAUMEHTH, JIeKyBaHH ¢ 'afgosHcT

CHcTeMo-opraues YecTH HeuecTH Peaxn C HeHIBECTHA
KJ1aC 4ecToTa

Hapymenus Ha CBpBXUYYBCTBUTEJIHOCT/
HMYHHATA aHa(UNaKTOMAHA
CHCTEMA peakims © (Hanp.
aHapUAAKTONAEH
ok *, HHpKynaTopeH
Konanct*,
pecliMpaTOpeH apect *,
6poHxocnasm®,
nuaHo3a’l,
opodapuHreaneH
OTOK®*, TapHHreaneH




0TOKY, XMIIOTOHHA*,

MOBHUIEHO KPBLBHO

HajsraHe', 6o1ka B

rbpANTEY, YPTHKApHA,

OTOK Ha JIMLETO,

aHruoeaem®,

KOHIOHKTHBHT, OTOK Ha

KJICTIaYMTE,

3auepBABaHE Ha

NUILIETO,

XHAepxuapo3ad,

KauuiuHa, kuxaHe®,

ycellaHe 3a napeHe?,

6nennoct?)
HapyieHust Ha "nasobonue | 3amaiiBane, 3ary0a Ha cb3HaHuEe™,
HEPBHATA CHCTEMR Nucreysus, [Tapecresns | KoHByncus,

[lapocmus
Crpaevnu Taxukapau, CoepaeueH
HApYHOIeHHSA [lannyTauuu apect?*
PecnapaTophn, Jiucnuea™* Octbp
rpbAHH H pecnupaTopeH
MeIHACTHHAIHH AUCTPEC
HApYIUCeHMA CHHAPOM
(OPAC)H*!
benonpoben
OTOK*'

CromamHo- ["anesne [ToBpbuiane CyxoTta B ycTara
YpeBHH
HApYHIEeHHE
Hapymenus Ha EpureM, Hedporerua
KOXATA H Cupbex (B CUCTEMHA
NOAKOKHATA reHepanM3upaH ¢ubpoza (NSF)
TbhbKaH Chphex),

O6pus (BKA.

reHEPATH3NPAaH,

MaKy/iapeH, nanyiapeH,

cepiiL 0Opus)
OO0y HApYUIEeHHS Peaxuus Ha Mactoro Ha | [lpuansasane,
¥ edeKTH Ha HHX¥ekTUpane’, Veelwane 3a ¢Ty
MSACTOTO HA Yceinane 3a TONAHKA
NPHIOKEHHE

! Teau HJIP ca doxnadeanu cvc u be3 KoHmexcma Ha peaxyuy Ha C8PbXHYBCMeumentocm.

* cLo6LIaBaHHM ca XKHBOTO3ACTpaLllaBalliyd Cy4Yad W/ cnyyan ¢ paraned uixon npu tasu HJIP

# Hukoi ot oraenHure cuMmnromu Ha HJIIP, H30poeHH KaTo CBPBXUYBCTBHTENHOCT/aHADUIAKTOHIHA
peaxiiusg, YCTARHOBEHH 10 BpeMe HA KIMHHYHUTE M3NHTBAHUA HE € JOCTHTHAJlA NO-ToJIAMa YeCcToTa

OT ,,peIKH” (C U3KINOYEHHE Ha YPTHKAPHA)

§  CBpBXYyBCTBHTENHOCT/aHADWIAKTOHAHH PEaKUMH, HICHTHULHPAHH CaMO NIpe3 BPeMeE Ha 110CT-
MApPKETUHIOBOTO HabnraeHHe (¢ HEU3BECTHA Y€CTOTa)




0  PeakiMKHTE HA MACTOTO Ha HHKEKTUPaRe (pa3THUHH BUAOBE) BIUTIOUBAT C/EAHUTE TEPMUHM:
eKCTpaBa3allks Ha MACTOTO Ha HHXKCKTHPaHe, MapeHe Ha MACTOTO HA HHXKEKTHPAHE, YCEAHE 33
CTY[ Ha MACTOTO HAa MHXXEKTHPAHE, 3aTOIUIAHE HA MACTOTO HA HHXEKTHPAHE, CPUTEM HITH 00pHB Ha
MACTOTO Ha HIDKEKTHpaHe, 60Jika Ha MACTOTO Ha HHKEKTHpaHE, X€MATOM Ha MACTOTO Ha
HHXXEKTHPAHE.

[TanHeHTH ¢ anepriyHa NpeIHCcNO3UIUA CTPaAaT No-4€CTO OT OCTAHANIMTE OT PEaKUHUH Ha
CBPbX41YBCTBHTEIHOCT.

Cro6lapaHi ca H30NHPaHH clydYaH Ha HegporeHHa cucteMHa pudposa (NSF) ¢ I'anosucr (Bx.
TOuKa 4.4).

Cnen mpunaraHe Ha laposucT ca HabmopmaBann konebaHWs BbB (YHKRHOHANHMTE OBOpeuHHMTE
napameTpH, BKIIOYBAUIH MNOBHILABAHE HA CEPYMHHA KPCATHHHH.

[TenHaTpHyHa Momynauus

B13 ocHOBA Ha /Be KIMHMYHM n3nuTBauusa dasa I/111 ¢ eanokparHa xosa npu 138 nanueHTH Ha
Bb3pacT Mexay 2 H 17 ronvnu ¥ 44 nauueHTd Ha Bp3pacT oT 0 10 noA 2 roauHH (BX. Touka 3.1)
YECTOTATA, BUIBT H TEKECTTA HA HeXKETaHHTe PeakLMH MPH Acla OT BCHYKH Bb3PacTH (BKITIIOYMTENHO
JIOHOCEHH HOBOPOJICHH) ¢4 B CHOTBETCTBHE C MpodHIa HA HEKENAHUTE CHOUTHSA, H3BECTHH TIpH
gbipacTHHTE. Topa 6e noTebpaeHo BEB (asa [V npoyusane, Bkiousaimo noseye ot 1100 neua u
NOCTMAPKETHHIOBO HabntoaeHue.

CoobilaBaHe Ha NMOAOIUPAHN HEXENAHH PeaKIMU

ChoOLIABAHETO HA NOAO3UPAHU HEXeNlaHH PeaKliMU clell pa3pelaBaHe 3a ynorpeda Ha JieKapCcTBeHHS
ApoayKT € BaxkHo. TOBa NO3BOIABA A& NPOAKDKH HAONIOAEHHETO HA CHOTHOILEHKETO MNOJI3a/PHCK 33
NeKapCTBEHHUA NPoAYKT. OT MEJHUMHCKHUTE CIIELHAIMCTH CE H3WCKBA J1a ChoOLIABaT BCAKA
NoZo3UpaHa HeXKenaHa peaklua upes

HM3mbsnHUTENHA arcHIlMA 110 JIeKapcTsara

ya. ,,JlamaH ['pyeB” Ne §

1303 Codms

Ten.: +359 2 8903417

ye6caliT: www.bda.bg

4.9 [lpeaozupane

MakcHMaiHaTa e€XHOKPaTHa AHEBHA J03a, TeCTBaHa NpH xopa, € 1,5 mmol ragobyrpon/kg TenecHo
TErNo.

Jo MomeHTa He ca HaOMOJaBaHM MPM3HALM HA HHTOKCHKaUMUd OT NMpPERO3MpaHe B PaMKHTE Ha
KIMHHUYHO PHNOKEHHE,

B cnyuaii Ha npego3vpaHe 1o HEBHHMAHHKE, KaTO NPEANa3sHH MEPKH Ce IPenopbiBaT MOHHTOPHPaHE
Ha cbpaeuHara Gpynkuus (Bkn. EKD) n koHTpon Ha 6b0peunara GyHkuus.

B cnyyaii Ha npeao3dpaHe npu nauMeHTH ¢ ObbpeyHa HEAOCTaTHYHOCT [ AJOBMCT MOXKE Aa Ce
eIMMHHMPA OT OPraHM3Ma upe3 xeMoananusa. Cnea 3 XeMOAHAIHIHA UMKbIA NpubnusuTenHo 98% ot
BELLECTBOTO €A E€IMMHMHHPAHH OT opranusma. Hsima obaue naHHM 33 TOB3, Y€ XEMOIHANM3aTa €
MOIXOAAIIA 33 NPEANna3BaHe oT HedporeHHa cucremHa pubposa (NSF).




5. GOAPMAKOJOI'HYHHY CBOMCTBA

5.1 @PapMaKoaIHHAMHYHH CBOHCTBA

dapxamorepanesTuyHa rpyna: [Tapamarautau koHTpacTHH cpeactea, ATC kox: VOSC A09

MexaHH3bLM Ha gefiCTBHE
3acHIBalLMAT KOHTpAacTa edexT ce ABKH Ha ranobyTpon — HeHoHeH kommueke oT ranoauHui(IIl) u

MaKpPOLMKIWYHHUA JIMraHl AUXUAPOKCH-XHIAPOKCHMETHINPONWI-TETPAa3alnKACAOACKaH-TPHOLIETHA
Kucenusa (6yTpoJ).

dapMakoIUHAMUYHH €DEKTH

CTenmeHTa Ha penakcaius Ha ragobyrpon, M3MepeHa im vifro B 4OBEWIKA KPBB/IUIasMa TNpH
PUIHMONOrHYHH YCIOBHA U NpH KIHHUYHO 3Ha4YWMa cuna Ha nonero (1,5 1 3,0 T), ¢ B rpaHuunTe OT

3,47 — 4,97 IY/mmol/sec.
B KIMHWYHM [O3H M3PA3EHaTa CTENEH Ha penakcauus Ha ranobyTpon BOAH A0 CKBCABAHE HA

pejlakcallHOHHOTO BpEME Ha NPOTOHHUTE Ha BOAATA B TEKAHHUTT.

CrabunHocTTa Ha rafo0yTpPONHHUA KOMIUIEKC € M3Yy4aBaHa in vitro NnpH QU3HONOTHYHH YCIIOBHUS (B
ectecTBeH 4oBeIKH cepyM npu pH 7.4 u 37 C) 3a nepuon ot 15 auu. KonuyecTBoTo 0CBOOONEHH
OHM razonuHui oT ragobyTpon e 6Wwi0 nojA rpaHuLaTa Ha KonwdectseHo onpeaensHe ot 0,1 mol%
OT Uedus TaJoMHMIL, NOKa3Balikm BHCOKaTa XOMIUIEKCHAa CTaOMmHOCT Ha ragofdyTpon npH
W3ITHTBAHUTE YCIIOBHA.

KnuHnuHa epUKacHOCT

[lpu enso ocHoBHO npoy4Bane ot ¢a3za lll mpu yepHoApoOHA MATONOrHA CPEeAHATA HyBCTBHTEITHOCT
npi koMOuHMpan SAMP npeau w cnea [OpwIoKeHHE Ha KOHTPAaCT TMpH MALKMEHTH, HA KOWTO €
npwioxen I[agoBuct, ¢ Ouna 79%, a cneuvpuunoctra — 81% 32 OTKPHBAHE HA fE3UM H
nudepeHIHpaHe Ha €BEHTYATHN MATUTHEHH YEPHOAPOOHH JIe3MR (AHANU3 NO NALMEHTH),

[Ipu eaHo ocHOBHO npoyuBane o1 (a3a [lI npy O6LOpeuHa nMaTonorua cpeaHara YyBCTBHTECJIHOCT €
6una 91% (aHanu3 no nauueHTH) U 85% (aHanu3 no ne3uy) Npu oTAHPEPEHUMPAHETO HA MATHIHEHH
1 6eHurneHu 6x6peunn nezu. Cpeanara cnelMGpUYHOCT MPH aHATH3A 1O [TALUMEHTH € Ouna 52%, a npu
aHaJu3a no ye3un — §2%.

VBeNHYEHHETO Ha YYBCTBHTEJIHOCTTA NpH KoMOuHupaH JMP npeau u cnea npHiioXXKeHHe Ha KOHTpacT
B cpaBHeHHe ¢ SIMP npeid KOHTPAcT NpH MALUMEHTH, Ha KOWTO ¢ npunoxeH ["anosuct, ¢ 6uno 33%
npH YepHoApoOHa natonorud (aHamu3 no nauvenTH) H 18% npu OwOpeyHa naronorua (aHanu3 1o
MalMeHTd M aHaJin3 No ne3uH). YeeauueHneTo Ha cneumdpuyHocTTa npu koMbunupad AMP upenu u
cliea NpWIoKEHHE Ha KOHTpacT B cpaBHenue ¢ SAMP npenun kourpact € 6uio 9% npu yepHoapobHa
NaTogorus (aHajiu3 Nno NalMEHTH), J0KaTO NpH OLOpeYHaTa Narolorud He € yCTaHOBEHO YBENHYCHHE
Ha cNEeUHPUIHOCTTA (AHAIN3 FIO MALIMEHTH U aHANK3 110 NIE3HH).

Bcuukv pesynTaTH ca CpeAHHM CTOHHOCTH MNPH MpOYYBaHHR, 3acieneHd 33 pa3yudTaluTe
H300paKEHUATA.

B KIHHMYHO W3INHUTBAHE, IUIAHHPAHO KATO HHTPAHHIHBHYAtHO, KPBCTOCAHO CpaBHeHKE, ['anoBHCT €
CpaBHABAH C MErMYMHHOB ranorepart (4 apara B A03a oT 0,1 mmol/kg) 3a BU3yanusHpaHe Ha YCHNEHH
MO3BbYHH HEOIUIACTHYHM NIE3UH NPH 132 nauueHTH.

[TspBHYHATA KpaliHa TOYKA 32 edukacHOCT ['anoBUCT MM MEMTYMHHOB rafjoTepar € o0moTo
MpeANoOMUTAHHE HA MEAUAHHMA 3acneneH yerell. [lo-nobpara eduxacHOCT Ha I'alOBUCT € JoKa3aHa
cbe croitHocT Ha p ot 0,0004. [peanouyntanue kbM ['anoBUCT e aaneHo npH 42 nauueHTH (32 %
CpaBHEHHE ¢ 00LIOTO NPEeANoYUTaHHE KbM rajoTepaTteMernyMuH npu 16 nauventy (12 %).
74 naureHTd (56 %) He € JaleHO NPeAnOYHTaHHE KM EAHOTO WIH APYrOTO KOHTPAacTHO €
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3a BTOPHUYHHTE NPOMECHIIMBY € YCTAHOBEHO, Y€ ChOTHOIIEHHETO ,,J1E3HR KbM MO3bK™ € CTATHCTHYECKH
no-eucoko 3a ['anoBuct (p < 0,0003). [TpoueHTLT HA YCHIBaHE € NO-BUCOK NpH ['anoBHCT B
CpaBHEHME C METJIYMHHOB raloTepaT CbC CTATHCTHUECKH 3HAYHMA PANIMKA 33 3aC/IeNEHHA pasuuTalll
uzobpaxenusata (p < 0,0003).

CBbOTHOILEHHETO ,,KOHTPACT KbM LIYM” NOKa3Ba NO-BHCOKA CPEAHA CTOHHOCT CHEeA NPHIOKEHHE Ha
ManosucT (129) B cpaBHEHHE C MEMTYMHHOB ragorepar (98). Painukara He e CTATHCTHYECKH 3HayHMa.

B npoyusade IUTAHAPAHO KATO HHTPAMHIMBHUIYAITHO, KPBCTOCAHO CPABHEHHUE, ranobyTpon B HaMaseHa
noza ot 0,075 mmol/kg € cpaBHEH ¢ MEFMYMHHOB raJloTEpaT B HEroBaTa CTaHJapTHa nosa or 0,1
mmol/kg 3a koHTpacTHO ycwipane ¢ IMP Ha 1IHC npu 141 nauuenn ¢ ycuisaxe Ha nesun B LIHC
BbpXy AMP ycunen ¢ MernyMuHoB raaorepar. [[bpBUYHATE NPOMEHINBH BKNKOUYBAT KOHTPACTHO
YCHJIEHA JIe34A, MOP(ONOrkA Ha J1e3MATa K OYepTaBaHe rpaHHuaTa Ha ne3ndra. CHUMKHTE ca
aHANW3UPAHH OT TPUMA HE3aBUCHMHU 3aceneHH pa3udTauld. He no-manka epeKTHBHOCT CIIpAMO
METIYMHHOB TafOTepar 3a CTeneHTa Ha noaobpenue Ha HeycuneH SMP e AeMOHCTpHupaHa 338 BCHUKH
TpU MbpBHUHK IpoMeHIHEH (ToHe 80% ot edekra € 3anmasen), basupaHo Ha OCpeIHEHH JaHHH.
Cpeauuar 6poit neanid otkputH ¢ ranodyrpon (2,14) u ragorepar (2,06) e cxoneH.

[legnaTpuuHa noMnynaiins
[Mposeneny ca ABe NPOyYBaHWsA C €QHOKpaTHA Ao3a BEB a3a I/1Il npu 138 neadaTpU4HM NaLMEHTH,

rtanupand 3a CE-AMP na 1IHC, uepen apo6 u 61n6peum wnn CE-MRA, W npy 44 naueHTH Ha
pB3pacT oT 0 10 Mo 2 roAuHH (BKJIIOYHTENHO JOHOCEHH HOBOPOACHH), IIaHHPAHH 3a MPOBEXJaHe Ha
pyruaHo CE-SIMP Ha Bcika obnact ot Tanoto. [JlokasaHd ¢a IHMArHOCTHYHA €(pUKacHOCT M
yBEIH4YEHHE Ha [IHArHOCTMYHATA CTEMEH HA CUTYPHOCT 3a BCHYKM [ApaMeTpH, OLEHABaHH B
NpoyuBaluaTa, 6€3 paziuka Mexay NneauaTpyyHUTe rpyriH B CPaBHEHHE C Bb3pacTHUTE. I aIOBHCT ce
noxacsa n106pe BbB BBIPOCHHTE MPOYYBAHHA CBHC ChlUIHA NpodHN Ha O6e30macHOCT Ha raaoldyrpon,
KAKTO MPH BB3PACTHU MALMEHTH.

KnunnyHa 0e30MacHOCT

TUOBT W 4YECTOTATA HAa HEXelaHHTe PCakKUUM clel NpuiokKeHWe Ha [amoBMCT MpH PpadinyHU
NOKAa3aHKA €A OLIEHEHH B FOJIAMO MEXJYHAPOJAHO NPOCNEKTHBHO HEHMHTEPBEHLIHOHANHO MpOYy4YBaHe
(GARDIAN). IMonynauuara 3a 6e3onachoct Bmousa 23 708 manyeHTH OT BCHYKM BbH3PaCTOBU
rpynH, BmodYdTenHo aeua (n = 1 142; 4,8 %) u sn3pactau (n =4 330; 18,3 % na BB3pacT Mexay
65 1 < 80 roguHK K n = 526; 2,2 % Ha Bb3pacT > 80 roguun). CpeaHara su3pacT € 51,9 roanHu.
Jlpecta ¥ aBaMa nauueHTtd (0,9 %) chobumiasar 3a obmo 251 nexenanu cvbutua (HC), a 170 (0,7 %)
cpoOmasar 215 cbOHTHA, KaTeropu3upaHu Karo HeXeNaHW nekapcreeHd peakuuu (HJIP), momeuero
(97,7 %) OT KOUTO ¢a JIEKK OO0 YMEPEHO TEXKKH N0 HHTEH3UBHOCT.

Haii-uecto goxymentupanute HJIP ca ranene (0,3 %), nospwirane (0,1 %) u 3amagnoct (0,1 %).
CrenenTa Ha HJIP e 0,9 % npu xxenu v 0,6 % npu mbxe. Hama pasnuka B crenedra Ha HJIP copamo
no3ara ranotyrpon. Yetupn or 170 naumentu ¢ HIIP (0,02 %) ca u3nuTann CEpHO3HH HEXENAHH
cbOUTHA, ¢ efHO cHOHTHE (aHadHNaKTHYEH IIOK), AOBENO A0 ¢aralneH H3Xox.

B neanarpuunara nomynaumsa HC ca ceobmenu npy 8 or 1 142 (0,7 %) neua. Ilpu mecrt aena resu
HC ca xnacuduuupand kato HJIP (0,5 %).

brOpeyHo yBpeXaaHe
B npocnextusHO apmakoenuaemMuonoruyHo npoyusaHe (ORIP) 3a oueHka cTeneHra Ha
NOTEHLHAMHKMA PHCK 3a passuTHe Ha NSF npu nauueHTH ¢ 6mbpeuno yppexaane 908 nmaumeHTu ¢
pa3ziy4Ha creneH Ha 6B0peYHo yBpexkaaHe ca nomy4aBand ['afoBUCT B CTaHAapTHATa o00peHa nos3a
3a CE-SIMP.

BcHYKH MalMeHTH, BKMouMTenHo 234 ¢ Texko 6u6peuno yspexaase (eGFR <30 ml/min/1,73 m?),
KOMTO HE ¢a NMofyyaBalii APYrH KOHTPACTHUTE MaTepy, ChAbPXALLHN FafoIMHHMA, ca NPOCIeasiBaHy B
NpOABL/IDKEHHE HA /IBe TOAMHM 3a TIpHW3HAUW U cuMnToMd Ha NSF. Huto enuH naimenr,
MpOY4BAHETO HE € pasBui NSF.
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5.2 PapMaKOKHHETHYHH CBOHCTBA

PasnpenencHue
Cnejl HMHTPABEHO3HO MNpPHIOKEHHe, ragoldyTpon ce pasnpeaens O0bpP30 B E€KCTPALCITYNAPHOTO

npocTpaHcTBO. CBbLP3BAaHETO € Ia3MEHMTE MPOTEHHH € npeHedpexnmMo HHcko. Ilpu  xopa
dapMakoKMHEeTMKaTa Ha ragobyTpon € nponopuuvoHansa Ha gosara. B po3u po 0,4 mmol
rano6yTpo/kg TenecHo Terno mnasMeHoro HHBo cnaaa asydasno. Ilpn mosa 0,1 mmol
rago0yTpon/kg TenecHO Terno 2 MHHYTH ¢lell HMHXEKTHPAaHETO B IM1a3MaTa Cé W3MEpBa CpeaHO
0,59 mmol rago6yrpoa/l, a 60 MHHYTH cren HHkexTHpareTo - 0,3 mmol ranobyrpoi/l.

buotpaHcpopMaiing
He ce orxpuBaT MeTabOMUTH B IU1a3MaTa WIH YPHHATA.

EJinMUHHpaHE

B pamkuTe Ha 1Ba 4aca Haa 50 % oT mpuiioxeHaTa A03a ce eNMMUHKpa ¢ ypuHaTa, a cieq 12 gaca —
noseue ot 90 % che cpeled TepMHHANeH noayxusot ot 1,8 yaca (1,3 — 2,1 yaca), choTBeTCTBAILM Ha
cKOpocTTa Ha OBOpeuno enumuHupane. [Ipu nosza 0,1 mmol ragob6yTpon/kg TenecHo Terjaoc CpeaHo
1003 + 2,6 % or J03aTa ce €KCKpeTHpaT B paMkuTe Ha 72 uaca cyen npunarase. Ilpn 3apasu
HHAKBMIM OBOpEUHUAT KNUpBHC Ha ranobytpon e 1,1 no 1,7 ml min kg™ 1 Taka ce sBABa CPaBHUM C
6LOpeuHHss KIHPLHC HAa MHYNIHH, KOETO MO0Ka3Ba, ue ragodbyTpon ce eNMMMHHMpa OCHOBHO
MocpencTBOM rinoMepyiiHa ¢pmwirpauns. [lo-manko ot 0,1 % ot no3ara ce endAMUHHPA ¢ PexamHnTe.

XapakTepHCTHKH NPH CNELHAJHH TONYASHHH

Ileduampuyuna nonyaayus
DapMakOKHHETHKA Ha rafo0yTpon B neaHaTpHUHa MOMyIaUKA HA Bb3pacT noj 18 roxnHM U npH

BBH3PACTHH, ¢a MOK0OHU (BXK. TOUKa 4.2).

[poBemenH ca ABE MPOyYBaHMA ¢ €JHOKpaTHa no3a BuB ¢asza I/Ill npH neanaTpryHK NauMeHTH Ha
pb3pacT noa 18 romuHu. PapMakokHHeTHKaTa € oueHewa npu 130 neauaTpHYHN NaUMEHTH Ha
pb3pacT OT 2 Ao noa 18 romurw n npu 43 neauarpuyHM NALMEHTH MOA 2 roJvIiHA Bb3pacT
(BKITHOSHTENHO JOROCEHH HOBOPOAEHH ).

HoxasaHo e, 4e papmaxokrHeTHUeHUA (PK) npodwi Ha ranodyTposi npy Aeua OT BCHUKH Bh3pacTH €
noaobeH Ha TO3M MPH BBL3PACTHUTE B Pe3yNTaT Ha nogoOHU CTOMHOCTH 3a rutou moa kpusata (AUC),
HOPMANH3MPaH UIa3MeH KIMPbHC Ha TenecHoto terno (Cltot) 1 obem Ha pasnipeneneHue (Vss), KakTo
M BpEMETO Ha MOJY)XHBOT, H CTEIIEHTA HA EKCKPELIHA.

[Mpubinsurenno 99% (cpeaHa CTOMHOCT) OT 03aTa C& OTKPHBA B YPHHATa B PAMKHMTE Ha 6 Yaca (Tasu
uHdopmalua e nonydeHa B oT 2 10 noa 18 ronMHH BR3pacToBa rpyna).

Cmapuecka gb3pacm (Ha gv3pacm 65 200unu u noseye)
[Topaau ¢H3HONOTHYHH M3MeHEHNA Ha 6nOpeuHarTa PyHKIMA ¢ BB3PacTTa MPH 3APpaBH A0OPOBOJILM B

crap4ecka Bb3pacT (Ha BbB3pactT 65 rOAMHH W MOBEYE) CHCTEMHATa €KCNO3MIMA € YBEIM4YEHA 10
npubnusurento 33% (Mbxe) n 54% (keHH), a TEpPMHHAIHHAT TIOJYXHBOT ~— ¢ NpHOMH3UTENHO 33%
(Mbxe) U 58% (keHH). [InazmeHUAT KIHpBHC ¢ Hamanexn ¢ npubansurenno 253% (Mbke) U 35%
(;keHH), cpOTBETHO. ENTHMHHHpaHEeTO Ha MPHAOKEHATa A03a B YpHHATa € ITWIHO cnen 24 yaca npH
BCHYKH 3ApaBH 100POBONLY, 63 paIMKa B CTaApYECKa BB3PACT JIH €A HITH HE.

bvbpeuno yepexcoane
[pu nauweHTH ¢ yBpedeHa OnOpeuHa QyHKUMSE cepyMHHAT MOJYKHBOT Ha ranodyTpon € yaAb/bkeH
nopaau HamateHaTta riaoMepynHa ¢uitpauua. CpeAHMAT TEPMHHANCH MNOJYXHBOT € YABMKEH 10
5,8 yaca npv nauMeHTH ¢ ymepeHo yBpexgane (80>CLcr>30 ml/min) M ome no-yanmkeH 10
17,6 4aca MpH NALMEHTH C TEXKO YBpexaaHe, kouro He ca Ha auanu3a (CLcr<30 ml/min
cepyMeH KIHpBbHC € HamaneH Ao 0,49 ml/min/kg npM DaUHEHTH € NEeKO A0 YMe
(80>CLcz>30 ml/min) u mo 0,16 ml/min/kg npd nauuMeHTH ¢ TEXKO YBpPEXKAaHE,
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ananu3a (CLcr<30 ml/min). [TuiHO enMMUHMpaHe B yPHHATaA ¢€ HAOMOAABA ITPH NAUMECHTH C JIEKO 1O
yMmepeHo OnOpeuHo yBpexnaHe B paMkuTe Ha 72 waca. [Tpu nauueHTH ¢ TexKo 6b0petHo yBpexaane
ok010 80% OT NPWIOKEHATA 1034 e SANMHHHPA B YPHHATa B PAMKHTE HAa 5 IHH (BXK. CBIIO TOYKH 4.2
u 4.4).

[IpM nauMeHTH Ha AMaIH3a ranodyTpon € MoYTH HAMMBIHO €IHMMHHUpaH OT CepyMma ciel TpeTaTa
AHATTHU3A.

5.3 IIpeaxunHYHH 1aHHH 33 He30MaACHOCT

HexTHHUYHMTE OaHHM He MNoka3BaT ocoDeH pHCK 32 XopaTa Ha ©0a3a Ha KOHBEHLIMOHATHHTE
¢apMakonorMyHH HM3MUTBaHHA 3a 0e30MacHOCT, TOKCHYHOCT MPH MHOTOKPaTHO NPWIOXKEHWE H
reHOTOKCHUYHOCT.

MHOTOKPaTHOTO WHTPABEHO3HO NpHIaraHe NpH PEnpoOAYKTUBHUTE TOKCHKONOTWYHH MNPOYy4BIHHSA
poaM Ao 3abaBiHe Ha eMOpPHOHANHOTO pa3BUTHE MNpd IUTBXOBE M 3allllM W YBE/IWYABAHE Ha
eMOPHOHATHHA JICTAIMTET NPH IUTBXOBE, 3aiilin ¥ MaliMyHH NpH HMBA Ha AO3MpaHe oT 8 10 16 MbTy
(Ha 6aza Ha TenecHaTra NMOBBLPXHOCT) WIH OT 25 no 50 mbTH (Ha 6a3a Ha TENECHOTO TErNO) Haj Te3u,
M3MON3BaHM 33 JMACHOCTHKa npd Xopa. He ¢ M3BECTHO Aand IpH €IHOKpPAaTHA 1032 MOXE Ja HMa
nonobun edextu. IlpoyuBaHuaTa 3a TOKCHYHOCT ¢ €4HHHYHA 1032 H NPH MHOIOKPAaTHO NMpWiaraHe
[MPH HOBOPOACHM M MNAJH IUILXOBE HE MMOKA3IBAT HAXOAKH, MpEANONaralitd CrnenuguyeH pUcK 3a
yroTpeba npH Aeua OT BCHUKH Bb3PacTH, BKIIOYHTETHO AOHOCEHH HOBOPOJEHH H KbpMayeTa.

PaguoakTHBHO Oena3aH ragoOyTpos, NPUIOKEH MHTPABEHO3HO Ha KbPMELIH IUTLXOBE, CE [IpelaBa
ypes MJISKOTO He 1o-Manko oT 0,1 % oT npunokeHarta 103a.

VCTaHOBEHO €, 4e ApH mIbXoBe abcopfunaTta ciea nepopalHo NpHWIOKEHHE € MHOTO MaJlKa, OKOJIO
5% Ha ©a3a Ha 4acTTa OT J103aTa, KOATO C€ €KCKPETHpa B YPHHATA.

B npeaxiuHuyYHH (apMaKoJOrWHHH HW3NUTBAHHA 33 0€30MacHOCT MO OTHOUICHHE Ha CHpPACHHO-
ChAOBATA CUCTEMA, B 3aBHCUMOCT OT MPUIOXKeHaTa Ao03a ca HabnionaBaHy NpexoZiHH NMOBMIIEHUS Ha
KpPLBHOTO HaJsraHe W Ha MHOKapAHHA KOHTPAKTHIHTET. Te3n edeKTH He ca HaOTIOAABAHH MPH XOpa.
[TpoyuBaHUsATa HA OKOJIHaTa cpela MOKAa3Bar, 4€ yCTOHUMBOCTTA ¥ MOOWIIHOCTTa Ha KOHTPAacTHUTE
MaTEpHM CHABLPKALIM rafoNuHMi, NPOABABAT MOTEHUWAN 33 Pa3NPOCTPEZHEHHE BHB BOAHMA CTHIO U
€BCHTYAITHO B MOANOYBEHUTE BOIMK.

6. OAPMALIEBTHYHHA JAHHH

6.1 Cnucbx HA NOMOUIHKTE BEIIECTBA

HarpueB kankobyTporn

TpoMeTamon

IN xnoposogopoaHa kHcenuHa (3a xopekuus Ha pH)

Bona 3a HHXEKUWH

6.2 HeChLBMECTEMOCTH

[Tpn numnca Ha Npoy4YBaHMA 338 HEChBMECTHMOCTH, TO3H JIEKAPCTBEH NMPOAYKT He TpAGBA na ce cMecBa ¢
APYTH JIEKAPCTBEHH NPOAYKTH.

13




6.3 Cpok Ha rogaoct

3 roauHHU

Cpok Ha roHOCT ¢iej THPROTO OTBApPAHE HA ONaKOBKaTa!

BCHYKHAT HHKEKUHMOHEH pa3TBOP, KOHTO HE € H3MOJI3BaH [TPH BLIIPOCHOTO H3Cne/iBaHe, TpabBa aa ce
W3XBBPIM. JlOKa3aHa € XHMH4eCKa, pu3nyecka U MUKPOOHONIOrHYHA CTAOMITHOCT Cllell OTBapsAHe 3a
24 yaca npu 20-25°C. Ot MUKpoOHOIOrUYHa FIeHA TO4YKa, NPOAYKTHT TPAOBaA Aa Ce H3NoJi3Ba
HezaBaBHO. AKO HE Ce W3M0JI3Ba BEJHAra, BpEMETO i YCIIOBHATA Ha ChbXPaHEHHUE NpelH ynoTpeda ca
OTrOBOPHOCT Ha NMorpeburens.

6.4 ChneuHalHH YCJOBHA HA ChXPaHeHHe

He ce M3HCKBAT CIIELIHANTHY YCNTOBHA HA ChXPaHEHHE.
3a ycaoBUATA Ha ChXPaHEHHeE Clie] ITbPBOHAYATHO OTBApsHE, BHXKTE TOUKa 6.3.

6.5 BaA K CcLABpXKAHHE HA OHAKOBKATA

| pnaxon (cThxno TN I) cbe 3anmymwanka (XnopoOyTUIOB €NaCTOMED) K €lHa H3LAIO alyMHUHHEBA
Kanaiyka, nopboeHa, ¢ BETPELUIHO H BBLHILHO TAKOBO MNOKPHTHE, ChALPKAIL 2 ml, 7.5 ml, 15 ml unu
30 ml HIbKeKLIMOHEH pa3TBOp.

| undysuoHHa GyTrnka (cTekno v II) che 3amylnanka (XJ10poOYTHIIOB €NacTOMED) H eHa M3LAIO0
alyMHHHMEBA Kanauka, nopbOeHa, ¢ BBHTPEIIHO M BBLHIIHO J4KOBO MOKPHTHE, ChABpXaw@a 65 ml
MHXEKLHOHEH Pa3TBOP.

OnaxoBKH OT:

1 v 3 dnakona no 2 ml KHKEKUHMOHEH Pa3TBOP

| unu 10 dpnakona no 7,5 ml, 15 ml unu 30 ml HHKEKIMOHEH pa3TBOP
| uau 10 6yTHNIKM N0 65 ml HHKEKUHOHEH Pa3TBOP

bo/HHYHA OMaKOBKa:

3 ¢naxkoHa no 2 ml HHKEKIMOHEH Pa3TBOP

10 dnakora no 7,5 ml, 15 ml unu 30 ml uKeKUHOHEH pa3TROp
10 6yTHIKM 1O 65 Ml HIDKEKUHOHEH Pa3TBOP

He Bcu4Kky BHAOBE OMAKOBKH MOFaT Aa Obaat nycHaTH B npojaxoa.
6.6 CneuHaJHH npeAna3HH MePKH NPH HIXBBPJAsIHE H paboTa
Heus3non3saHoTo NPH Ja€HO H3CIEABaHe KOHTPACTHO BELECTBO TpROBa fa 6Bt U3XBBPIIEHO.

Heu3noa3BaHMAT NPOAYKT MAM OTNAagbYHHTE MaTepHand OT Hero TpabBa na ce M3IXBLPIAT B
CHOTBETCTBHE C MECTHUTE U3HCKBAHHA.

CreuyajiHHAT eTHKET 34 NpocheAsBaHe BhpXY PnakoHUTE/OYTHNKHTE TpAOBa la ce 3aneny B
kaproHa/HM3 Ha nauueHTa, 3a Ja € Bb3MOXHO NMPEeLH3HO JOKYMEHTHPAHe Ha H3MON3BaHaTa KOHTPACTHA
MaTepHs, ChAbPKAINA rafoMHKrid. M3nonssaHara no3a cpillo TpAdBa na Obae 3amucaHa. AKo ce
M3MI0A3BAT CNEKTPOHHH AOCHETA HA MALMEHTHTE, B pErHCThpa TpA0Ba Na ce BpBEAaT HMETO Ha

NpOAYKTA, NAPTHAHHA HOMEP H K03aTa.
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7. NMPHTEXATEJI HA PASPEHIEHHMETO 3A YIIOTPEBA

Bayer AG

Kaiser-Wilhelm-Allee 1

51373 Leverkusen, ['epManus

8. HOMEP(A) HA PAIPEINEHHETO 3A YIIOTPEDBA
20090440

9. AATA HA IIBPBO PAIPEINABAHE/MOJHOBABAHE HA PAZPEUMIEHHETO 3A
YTIOTPEBA

IlaTa Ha mbpBO pazpemanaHe: 06 okromepu 2009 1.
Harta ra nocaeaHo nogHoeasaHe: 03 noemepy 2021 1.

10. AATA HA AKTYAJIH3UPAHE HA TEKCTA

08/2024
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